described mutant mut-2 (r459) [7] , suggesting that mut-2 and rde-3 are allelic. Finally, we found that a PCR fragment containing only K04F10.6 rescues the somatic RNAi defect of ne3364, confirming that K04F10.6 is rde-3 (Figure 1) role in other as-yet-unknown mechanisms. We next examined the sensitivity of these alleles to
when expressed in wild-type strains (data not shown).
These homologs have been implicated in a variety of cellular mechanisms, including polyadenylation of tranThese findings indicate that RDE-3 is essential for RNAi induced by feeding, but is not required for RNAi induced scripts in the nucleus (PAP) and cytoplasm (GLD-2) [9] . The OAS members of this family are upregulated by the by transgene-driven expression of dsRNA. RDE-3 has one close homolog and at least ten more distantly reinterferon antiviral response in mammalian cells [10, 11] . Viral dsRNA is thought to bind to OAS and to activate lated family members in C. elegans. Therefore, it is possible that the ability of rde-3 mutants to respond to the synthesis of 2Ј-5Ј adenyl oligomers, which in turn activate RNase L [12]. RNase L then degrades cytotransgene-driven RNAi reflects compensation in this pathway from one or more of these homologs. Alternaplasmic RNAs of both the host and virus in a nonsequence-specific manner, preventing further viral amtively, it is possible that RDE-3 function is required for RNAi amplification and that RDE-3 is thus less critical plification. The budding yeast protein Trf4p has been implicated in the polyadenylation and recruitment of imwhen very large amounts of dsRNA are delivered by transgene-driven expression directly in target tissues properly processed tRNAs to the exosome [13], and it has also been implicated in DNA synthesis and chromo-(for more on these possibilities, see the discussion below and the model in Figure 4B to-asparagine mutation in the third aspartic acid of the 
